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(54) Title: CONTRAST MEDIUM FOR THROMBUS FORMATION 
(54) f£BM<D%&: jfateiti^J 

(57) Abstract: It is intended to provide a contrast medium for thrombus formation capable of binding specifically to a thrombus, 
lowering background noise and thus improving the resolution in a contrast examination for thrombus formation; and a method of 
detecting a thrombus by using the same. A contrast medium for thrombus formation comprising, as the active substance, a substance 
obtained by labeling a compound capable of binding to GPIIb/IIIa which is selected from among compounds represented by the 
general formulae (I) to (IV) and physiologically acceptable salts thereof; and a method of detecting a thrombus by using the same. 
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m m m 

[0001] *mmn, m^^wiG^iih/iiia^^mt^m^^^mt^MKm-r^ 

■k<DXh& 0 

[ooo2] shw\H^\^m^nzmmihmzf&n, mmm, mmmmmMW 
[0003] shfemmzm-rzmzzkvx^ ikm^^^M^^xmmvt^^vp 

= 0. 087 u M^-tWMl^fc^y^V^fcmC = 0. 079 J aM±0. 017 nM& 

50 50 

[0004] jfiL^O^cSS^J^^^ik/J^^feD, ^r(DlIii^«GPIIb/ / IIIa^S^^^-§ o G 

MGPIIb/lIIa^#^U ife^^fMiLt^t4§!JGPIIb/ / IIIa^S#^^^#^-r5 
^^£pfbtVCV^ 0 GPUb/HIaW:, m^^>^W7^V/^>(7^V>(Dm 
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[0005] — ^ N y^y/sf^mfoT^^xhtL-x, — «5£(D : 

R 1 -(X 1 )—A 1 — ^-(Y 1 )^ -)-(A 2 )— 2 1 — A 3 -R 2 (|) 

O 

[0006] (t^.R 1 ^ lo^Ji(DS^S^^rbTV^Ttj;V^N--a-^r^nT/V= 3 r^S^U; 
[0007] Mb2] 




[0008] -e^&fasgB^j^ 

[0009] Wb3] 




[0010] xm^nZ, loJ^iOgmSWLTV^TtiV^N-^^II^il^XTfc^; 
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[0011] [ft4] 



c 



N 



N — C 
I, II 
R O 



— C 



o 



o 



[0012] (rr-e, R 3 nfcmM^tcfei&0.T^/vm-vfo&)$:Mv-, 

[0013] [>fb5] 



[0014] (sfccK R 4 «, fc^yvvk^ xb^tKnt-y^/^, 7^^^H4fcltrb7tKn 
^y^r/y^SSr^L, mkOfc^y^i^ ^h^tKnt'yvv^ TWv^l'K 

[0015] [>fb6] 



[0016] "C^ft^^E:, t°^yv?>'^7^^fcittxbytKn'l'y= 3 r/y^y'f7^^b;r 




(it) 



o 



o 
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[0017] |>ffc7] 




COOH 



[0018] R 6 tt, 7k*^^-*/tttT^y{*!l*^b; 

W.W&thX\ vCk«kl ^fi^T/^Z-r/V^ ; {.£f$T/^=¥iA TV — /l^blX 

; ^(te^T/i^/WT^ AM^~/i^ ; igBTVl^^v^g^. 

3 6 

;^/l//^^mSi|)7/V3^ {fi^T/^^v^A-fc/K "fP, ^7/, 
5A«^L;R 8 ^ 7X*JF^^7c»lolil±©tKn^*3J;0 $ / / ^c^{S^T/^ 
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[0019] |>ffc8] 




[0020] ~c&£inZ>M&}-£, 2ffi<DN-*£^6—8M(D&^$&3:&&M-f-) 



[0021] 



H^P?I|g97/33869^-.^:7^;yh 
a^^oi/608i3^>-:7i^b 



##fF^Cifcl :Muto P. et al., J. Nucl Med. 1995; 36: p.1384— 1391 
^#fF^tS^2 : Lister-James L. et al., J. Nucl Med. 1996; 37: p.775— 781 
^#fF^:Sfc3 : Knight L. C. et al., Thromb Haemost., 1998; 80: p.845— 851 



[0022] fc&Wfc. iifBcD— ^*fc(I)~(III)*3<fct*TfB©5£(IV): 
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[0023] Dfb9] 




COOH 



(IV) 



COOH 



[0024] R 9 «zK#JS^-^7^ttT^/{*fl^^-r) 

^m^n^t^^hm^mm^ffm^n^nhtDm^mtR^ti^ GPiib/ 

[0025] *3&SH ^7c, _b|E(D— ^(W)X*m£ti%ik^te£T$^mmzffm£tiZ> 



[0027] GPiib/ma^mk&mmMmikvxte&^m&itmmmt^x^ 



info; 



-blEGPnb/inaJjg-^-fb^tt, lfc/ht»®^S£«GPIIb/IIIa^^4 
Sr^-TS'fb^t?&tb{^«t<, #?*L<^ ^g'ffiMGPIIb/IIIa^W^l^^'ffi^ 
^fi-S'fk^-CfeSo '^j:5^GPIIb/ / IIIa^t4^^5rMv^Sr^;^j;!9 N jfi& 



*§1^U ^^^^#^t-5fflhMGPIIb/lIIat^t4^MfiV>ik^^^J^#§r 
[0028] ^#B#^V>T, GPIIb/nia^Jjig^dtSr^ri-S'fb^^tbTtt, ^IEOTtV 
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±f50GPIIb/lIIa^tt{b^«, ^fBOjfiL/jNW^PfiW^tt©S'J^^:*5 
J^Vn^^^XElCPGEl^SlM^^ 

[0029] ^P^^^ftSGPIIb/IIIa^^tt^^^, _b|ECD— CV)t?^$tl/S 

teu TfB<E>5£(III-l): 
[0030] DfblO] 




NHCOCH3 



COOH 



(MM) 



[0031] ^T^f^iifao^c^^^ns^^^^^t/^s^^f^^fis^tLb^it-cfes 



WO96/29309-^fE*c<ZMb^^tfo _LfE CO— ^^(111)^5 tl&fc&tok 
LTte, HI^^#W097/33869^\ 
U ? H^r?i^WO00/ / 21932-^^fSgc(D^^^tf o 



[0032] GPIIb/IIIa^^'[4>fb^^LT^, Bli^P^#WO95/25091^\ H 

^kPJ <k#W097/41 102-5§\ H^p^^ W0 99/21832-^-^fS*6<Z){b^- 
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?J>/V, 4-~hn^<:/v?/K -j^^-jv^ ^vXfcKU/K hyf/l/f©f 

[0033] — »^CD— (IVjO^^tD^aW^ff^^tbS^^LTtt, »3f <D##f£ 

W^^s, M£J2\ mj^/kt^ try vV, t°3y^, /kt^, vv^y 

[0034] ^0J^^o^t5GPIIb/ / 'IIIa^^tt^^cD5^^ — ^MlV^m^tl^t^ 
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[0035] tffcll] 



BocN 




KUC 




(a) 



(b) 



BocN 





o 

(d) 




OH 



(c) 



BocN 




HCI 




CH* ° 



COOH 



COOH 



(IV) 



[0036] Med(D^mtMb)(Dit^t(DRft^ mW£ffi&M<DfefeT~?ft5^kffif& 
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[0037] 5£(d)^&5l X"C^^tb5^M3^ VM^-irb-C fi. 7y^J|f, ^Jff HHt 

tl^xn, £Mft\zft&£tiZ>i><D~eibti,t£3:< > Z<D £?f£hcQ tvxtz, WcMmM 
%Z.b&X%& 0 M^-£ n C{cXK>mM'r^mb^Xi-±, [ n C]CH l?fiv^^;Hb 

3 

fM^br, MS, figffl^Sb^fflv^^-^^ ^(Dffi, Mfctf, «M 

^J^fflv^^ffi^^v^Tjfc^^^'fbb^^^m^S©S-t?fetL^«i;<, ffl 
[0040] JhlHcoj;5^bT^SiL^5g^J^nt?Ll&#i^^^-b, jfiL^m^^kb^fflfeSr 
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-r^tum^mm^x^m^mtR^n^ mtus. f-^-mi85-740MBq@^ 

[0042] fltatMl 2,2 , -[[4-([^^-/V[(2E)-3-(4-t°-<yv ; ^^)-2-^ 0 n-</^/HT57]T 

'^f;^A7?K(DMF ; 2ml) ^ (Dt^ : 
[0043] Wbl2] 




[0044] -C^^tl,6(2E)-3-[l-(tert-^>dr^/P/K= /V)-4-t°^!J v^/V]X^y/^(12 

Omg, 0. 47mmol), ^C: 
[0045] Wbl3] 




[0046] ^^§^l-(3,4-v ? fcKndri/7 3 i^/V)-2-(^^/VT5:/)^^yM85. 2mg, 0. 4 
7mmoD*3«fct/l-fcKndf-V^<^byT>/ t -/K69. 9mg N 0. 517mmol)<Z)?§^^ 

WSCD. HC1;99. lmg, 0. 517mmol)£r&lLfc 0 SJS^^4^£^&"C3B#f^ 
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[0047] Wbl4] 



BocN 




[0048] T^$tL64-[(lE)-3-[[2-(3,4-^fcFndrv'7^^/V)-2-^-dry^^/^](^^/V) 
T^/]-3-^-^ry-l-y°n^^-l-^]-l-t 0 ^!;^^7^^v^^— h(131mg, 6 
6. 6%)?:fflt^iU#fc 0 

'H-NMR (300MHz, CDC1 ) 5 ; 1.33-1.45(2H, m), 1.46(9H, s), 1.70-1.82(2H, m), 

3 

2.28-2.46QH, m), 2.71-2.84(2H, m), 2.91(3H, s), 3.49(2H, brs), 4.06-4.22 (2H, 
m), 4.78(2H, s), 6.37(1H, d, J=15.8Hz), 6.80(1H, d, J=8.1Hz), 6.92(1H, dd, J=15.8, 
7.0Hz), 7.30(1H, d, J=8.1Hz), 7.36(1H, s); MS(ES + ) m/z419(M+l) 
[0049] DMF(1. 5ml)^^4-[(lE)-3-[[2-(3,4-v ; tKn : 3r->7^^/i/)-2-^-^-y^^^ 
](^/^)r57]3-^^y-l-yn^>--l-^/V]-l-t 0 ^y^^77^3r^^^- K125 
mg x 0. 299mmol)<t > tert— •f^f-jVfn^T^'r— b(122mg > 0. 627mmol)i:, 3 

y^h^y^r^-y^dimg, o. O3mmoi)^^$o^ m^x^nx^wh 
xm m -r&fr&mm v-y # yv^y n ^ b y y ^ - xmm us: 
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[0050] Wbl5] 



BocN 




[0051] -C^^tLStert-y^P 4-[(lE)-3-[[2-[3,4-bf^(2-tert-^h^^-2-^-^y 

j-l-t^U-^^/P/Kdr^W— h(183m g> 94. 8%)£7fi^tLTt#fc 0 
'H-NMROOOMHz, CDC1) 5 ; 1.24-1.51(2H,m), 1.47(9H, s), 1.48(9H, s), 1.49(9H, 

3 

s), 1.71-1.80(2H, m), 2.26-2.40(lH, m), 2.66-2.84(2H, m), 3.13(3H, s), 
4.03-4.20(2H, m), 4.63(2H, s), 4.68(2H, s), 4.82(2H, s), 6.33(1H, d, J=15.0Hz), 
6.82(1H, d, J=8.4Hz), 6.89(1H, dd, J=15.0, 8.4Hz), 7.49(1H, s), 7.60(1H, d, 
J=8.4Hz); MS(ES + ) m/z647(M+l) 
[0052] v^^XO. 5ml)4 I <7)tert-y^/V-4-[(lE)-3-[[2-[3,4-t;^(2-tert-y> 

P^y-l-^]-l-t°^y^>^/l^^>V— K5. 6mg, 8. 66 u mo\)(D^W.^ 
m^^M^Wh^^r^~y{\. 5ml)^£>4N HCl^MTb/i Q S^l^Sr60 

[0053] Wbl6] 




COOH 



COOH 



[0054] ■^^$tL62,2'-[[4-([^^-/P[(2E)-3-(4-t°^yv?— 7l^)-2-7°n-</^]r57]r 
ir^/^)-l,2-7ai^^^]«(^drv^)]v ; i^^^^^(3. 8mg, 80. 3%)&f^kV 
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xmc 0 

x H-NMR(300MHz, DMSO-d6) 8 ; 1.43-2. 16(4H, m), 2.80-3.48(7H, m), 
3. 12(3x0. 5H, s), 3.20(3x0. 5H, s), 4.87(2H, brs), 4.92-4.99(4H, m), 6.29(1H, brd), 
6.57-6.79(lH, m), 7.07-7. 19(1H, m), 7.50(1H, brs), 7.72-7.80QH, m), 
8.86-9. 13(1H, brs); MS(ES + ) m/z435(M+l) 
[0055] iMl2 N-[(3R)-l-[3-(4-fcr ^y^/^^ntr^ /l^-S-t^Uvvl^/l^— M 

S^M^WO01/60813#^|E*E<7>^?5fe(^JSMl9)^V>, _b|H(D^(III 

[0056] 

[0057] Wbl7] 

COOH 

HN. /=\ H 
H 2 N ^ ^ CH3 

[0058] ■vm^n^t^-m^m^fco 

[0059] Wbl8] 

HN / === \ 
H 2 N ^ ^ 

[0060] ^£^3{b^/£rM3£L/c 0 
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[0061] Wbl9] 



os 2 






COOH 



[0062] X^m^tb^t^^M^t' 



[0063] Wb20] 




NHCOCH3 



COOH 



[0064] -emsti&k&ys&w&vit 



[0065] Wb21] 




NHCOC 2 H 4 



COOH 




OMe 



[0066] xm^^\\^m^wt\jt 
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[0067] [>ffc22] 




NHCOC 2 H 5 



COOH 



[0068] •vm&tlZfc&Vtl&Wkl'lto 
[0069] Mb23] 




NHCOCH 2 OCOCH 3 



COOH 



[0070] ^$tb5^^Sr543tLyho 

[0071] Dffc24] 




COOH 



[0072] ^^^b^^M^Lfc: 
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[0073] Mb25] 




NHCOC 2 H 4 



COOH 




\ 



OMe 



[0074] "emZti&k&Qs&W&L.li 



[0075] [>ffc26] 




NHCOCH3 



COOH 



[0076] •VmZtlZfc&Vo&M&l'tc 



[0077] Wb27] 




NHCOCH3 



COOH 



[0078] T^^^b^^M^Lf- 
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[0079] [>ffc28] 




COOH 



[0080] ■vm^n^t^-^m^fc 

[0081] [>fb29] 



COOH 




[0082] ^£*L5>fb-^£:$!ljgL£ 



^ff'll6 



[0083] Wb30] 




COOH 



[0084] -e*^tb§^^^3tLf: 



g^|lB4M$WO01/60813^fc:iE^<Z>;fr&^V\ ^ 
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[0085] [>fb31] 



o 




cooch 3 



[0086] ■vmzinZik&Vo&Wl&i'fz.o 

[0087] $S*3gfMl8 
[0088] Wb32] 




[0089] ^£*x5>ffc^|&<l:j&a£Ufco 
[0090] MiaMl9 

[0091] Wb33] 




[0092] 
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[0093] [>ffc34] 




COOH 



[0094] 'VmZtlZlk&Vl&W&L'lto 

[0095] mmmi-2o$o£zm^mi-4 



[0097] 



(EchistatinX ftktMC ^lht£^^^fo5^P:7^/^(Tirofiban;MK383), 9^7>f 
/^>'(Lamifiban;Ro44-9883)^oJ;OTK633^fflV>-Cl^^t^T®^^?r ; ffo7^ 0 



^1-1 



l-3^7jsi" ( 



[0096] ffl&l 7f/^^7x- h(ADP)^J;i9^^^tb5iL/J«li^Pl*^t4^iiJ 



3X 10 8 (D^/J4^/ml^^t-§iL/J>^^S^^L$f(PRP)^AlfiL^^fMb/c o 2 
25 /z lcDPRP^, R^b^(DzK^r«25 /z l^P*., ^<D^37t^2#|!g«#L;fc 
o -^O^^cl, 5^1(DADP(ft^^^2. 5 u M)%mMW^'MtVX])U?lfc 0 U 
M&T ^(aggregometer)(NBS HEMA-TRACER 801)^rfflV^TS [ J^bfc 
o R^#)H1^LT«, J^T^^*3"9T?feo/t;PRP(D^:3giiit^l00%^IEE/c 0 P 



50 



2 7°n^^^^^El(PGEl)^®^/J^cD^^y7^V^#^$iJ^ttc7) 
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mi 

^t^tfnjf (PRP)£riS$^bfc 0 JfiL/M££:l n M PGEl^tpf^HEPES-Tyrod 
e^j/77-(129mM NaCL 2. 8mM KC1, 0. 8mM KH PO , 8. 9mM Na 

2 4 

HCO , 0. 8mM MgCl , lOmM HEPES, 5. 5mM ^/>3- X, 0. 1% BSA 

3 " 2 

, pH7. 4)-egfe^-E/io 1. OmM CaCl , 1 n M PGEl^tffMMHEPE 

2 

S-Tyrode^^T— fcjfiL/ht£3r!giiSU i/J^^Hf Ife. 
[0098] 3te^r^^f^TO<t5^bTfTo^i;96^3i/W^n^^-- TV— HSrl ^ g 

50 

staffs© fciftHfc ffl *-C*L/^ 0 

[0099] K^l"C#fetLfcIC ®(A)*3j;tt ? f^^2l:1#btLfcIC {[t(R)^MV^T, R/Ai:b£r 

50 50 



[0100] [*1-1] 
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[0101] DSi-2] 
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[0102] [iei-3] 
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24 



PCT/JP2005/000308 




WO 2005/079863 



25 



PCT/JP2005/000308 




[0104] ^1-1— Ml-4frbmbfrte£.5\^ ^mv%<D Ik fe&BMl^tf&GPIIb/lIIaffi 
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50 



50 



[0105] MitM21 Jfc^5t^jO$Sljt 

DMF (10ml) ^(7)(2E)-3-[l-(tert-^h^r->^7/V/K^/P-)-4-t 0 ^]; /W]T^U 
7^(1. 6g, 6. 27mmol), 
[0106] Wb35] 




[0107] -e^^tLSv^-tert-^^-ZV 2,2'-[[4-(T^/T-fe^7V)-l,2-^3i— ^]bf *(tf-df 
-»]^S£B£&B£I£(2. 71g, 6. 27mmol), ^T^/P^hy^ny i^ev^^—^ 
^^r^-^/^n^^ji— b(3. 42g, 6. 58mmol)(u, 7KI&^^£PL^S^n,N-v> 
4yy°X2\i 0 ;v^;VT^{2. 51g, 19. lmmol)lrITLfc 0 KfcUt?^&0°C~X:2Q 



5£: 
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[0108] [>ffc36] 




[0109] -VM^MteTt-zf^^ 4-[(lE)-3-[[2-[3,4-lf^(2-tert-^h^->-2-^^y 

xh^)7i= /p]-2-^-^ry^^-/^]r^y]-3-^-^-y-i-^ p n^^-i-^]-i-t o 

x H-NMR(300MHz, DMSO-d6) 5 ; 1.18-1.36(2H, m), 1.49(9H, s), 1.53(18H, s), 
1.71-1.84(2H, m), 2.32-2.47(lH, m), 2.74-2.99(2H, m), 3.94-4.11(2H, m), 
4.7K2H, d, J=5.5Hz), 4.85(2H, s), 4.91(2H, s), 6.14(1H, d, J=15.4Hz), 6.70(1H, dd, 
J=15.4, 6.2Hz), 7.09(1H, d, J=8.8Hz), 7.49(1H, d, J=2.2Hz), 7.76(1H, dd, J=8.8, 
2.2Hz), 8.36(1H, brt, J=5.5Hz); MSCESV/zfi^tfi^tL-f 
[0110] CH CI (lOmD^COtert-y^-yl^ 4-[(lE)-3-[[2-[3,4-«(2-tert-^>=^^- 

2 2 

2-^-^ry^h^^)y^^/^]-2-^-^ry^^-/l-]T^/]-3-^-^ry-l-y 0 n-<^-l-^ 
/H-l-t^Uv^y^y^^iyW— H3. 6g N 5. 69mmol)*3j;m^btert-y^/V-y 
^/^yy/Kl. 29g N 8. 53mmoD©8*?Rte:, 7KI&T^PU^^^i ) 8-v ; Tif^ % y 
yn[5.4.0]yyr ? ir-7-^^(l. 47g N 9. 67mmol)£rMTbfc 0 SJc^S-eH&J&^il. 

L/c Q SJSii^Srl^Sfe^^/V'-ettWU/to ^frttlfHSrlN HCl^cSSR, f&fiU^^K 
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[0111] |>ffc37] 




[0112] ■t?^$tx64-[(lE)-3-[((Z)-2-[3,4-t^(2-tert-y>^ri/-2-^-^ry^hdr'->)^ 
^^/^]-2-[[tert-^^/Wv f ^^/l/)->y/l/]^-^r^]t^/V)T^/]-3-^-^y-l-y 0 n 

^y-l-^/H-l-t^y^/^^^U-f^#f a It#fc 0 
'H-NMROOOMHz, DMSO-d6) 5 ; 0.02-0.08(6H, m), 0.98(9H, s), 1.15-1.30(2H, 
m), 1.43(9H, s), 1.44(9H, s), 1.46(9H, s), 1.61-1.78(2H, m), 2.27-2.48(lH, m), 
2.68-2.9K2H, m), 3.88-4.04(2H, m), 4.70(2H, s), 4.72(2H, s), 6.23(1H, d, 
J=15.8Hz), 6.7K1H, d, J=6.2Hz), 6.76(1H, d, J=6.2Hz), 6.85-6.94(2H, m), 7.01(1H, 
dd, J=8.1, 1.8Hz); MS(ES + )m/z«:^tfj£;ft,T 
[0113] DMF(2ml) *P <D4-[(1 E)-3-[((Z)-2-[3 , 4-tT^(2-tert-^ ^-2-^y b 

^^)yoi^^]-2-[[tert-y^M^^^)^y/^]^^^]E^7k)r5y]-3-^-^ry- 

^7k*{b^-hyyA(17. 7mg, 736mmol)3r3£}&i8fc&[lU 0°C'T?5#f!S1*^Uc o #c 
W^JES*^^, [ U C]CH I(105mg, 736mmol)^^M-C^PUT55>^i*# 

3 

^^--y-y-g^^/Ki : Dfi^^m-rs^y^^v^^^yn^hy^y^— t? 
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[0114] [^38] 



BocN 




TBS 



[0115] T^^tL54-[(lE)-3-[((Z)-2-[3,4-tf^(2-tert-y>^riy-2-^-= 3 ry^h^^)7 



^^/V]-2-[[tert-^^7^^^/^)^y/^]^-^r^]t^/k)([ 11 C]^^7l^)T^/]-3-^- 



^y-i-^n^^-i-^l-i-t^y^^/i^^w— 



m 



[0116] hy^/^ng^(TFA; lml)*5 £TJ?CH CI (lml)(D?j|^3^ 7K^^*Pb^^^ 

2 2 

CH CI (0. 5ml)4 J ^4-[(lE)-3-[((Z)-2-[3,4-«(2-tert-7>^>-2-^^y 

2 2 

^h^^)7ai^7l^]-2-[[tert-^^^(^^/V)i/y/l^]^^^]lf^/V)([ 11 C]7<^/V)r 
[0117] Wb39] 




COOH 



COOH 



[0118] f^$tL62,2'-[[4-([[ 11 C]y^[(2E)-3-(4-t°^!Jv J -/V)-2-^ 0 n^7^]r^ 

[0119] M2M22 iit^3tf^JoM3g 

M3tf?[Jl5-eM5tb^cTirb— by/Hi. 5mL)tp£>ft^#Kl3. Omg, 30^mol)(D 

?m^*p#,4m Hcici. 0mL)^mM^t' o u^m^ioo^xio^mMm^t' 



WO 2005/079863 



30 



PCT/JP2005/000308 



&tbtlKM&Q3&^0. l%Ti?h~HJ/V-0. 05M NH OAcT^tiii _ 5HPLC^7 

4 

A(YMC-/^7^ C18 Pro, 10X250mm N YMC^tJ©T?fgBSL"C\ [ 18 F]-Cflff$£ 

[0120] 

l8 F]XWM^tifciKW^:BM^^^X, i^MMacca fascicularis)(D#:f*l-e<Z>fJ| 

±35^;fcJBiM^&C)Jh&^^MKnight L. C. et al., Thromb Haemost., 1998; 
80: p.845— 85l3oJ;lFLister-James L. et al., J. Nucl Med. 1996; 37: p. 775—78l£r 

[0121] ^4M^A3mmm^ mmtmite£xf22xM^tcm£m»m(740MBc l /2 

»(PET)^-t^(SHR-770(\ Sfe^f-^W^l ^T90£ffl «<Hf o 

fa&£.X$W}W^<D^7/V%^th^th^M\^, #V^#<»^— (1480WIZARD; 
Wallac Oy|±i^)?rM V ^T^fLbO^felt^tt^S'J^b/hc 

%/ g)o 

[0122] [^2] 

***** (HlSvW (ttgvg (%ID/«A 8 ) llD^35^hb 

1.902±1.132 0.084±0.012 0.021 ±0.005 24.2±17.9 94.8±65.0 

0.208±0.028 0.043 + 0.004 0.013±0.002 4.8±0.8 16.3±2.7 



a"c]*n) 

([ l8 F]8S!ffi) 
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[0123] m2frlbWtbfate£5\^ &L-$<D90frm^ MM21cDik^^[J^24f&(jfe 



WO 2005/079863 



PCT/JP2005/000308 



[1] 



[2] 



R 1 — (X 1 ) 



rn 



A — C— 

II 

o 




Z 1 — A 3 -R 2 



(I) 



A 1 ^ ^n^tLlo^_hcoi 



A 3 fi, lo£Lh<£> 
Wb2] 




Wb3] 




Wb4] 



WO 2005/079863 33 PCT/JP2005/000308 




R 4 -(A 4 )— C C NH — A 5 R 5 (II) 

O O 

^y^/V^m^MU Z.fhh(D\i 0 ^J;vm, ^b^tKnt°y^X, 7ff^/H 

-3- 

Ut7] 




COOH 
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A 6 it, ffiI7^^wyS^fciif£I7/^^uyS^SL; 

R 7 lt, y^mM^-^fcitT^/, {g^TVKfr/^lVVT^A T M\8M)T JV^-y% ;Vt$ 
i&BdT/^/uxm^thX^ ^Xh^ ^fiI7^3^^*;v*'=;H ; {g^T/i^— 

3 6 

;V%/V/^s(/V($M)T/V^Z/ s fi|T/Vn^->*M=/K v-TA 

/Hfg^)T^=t^iy N ^nmMOT/V^^y, &CT '/V=i^y^ ;Vi$^;VT%; \ is? 
u(MW0T/V^-;vmBC)T7V^^y, fit7;^^/V7^/!)L< m&MT^/Vfy 
jV/^-i ;VXM3:^fcX\ ^Xh ^7n^S ; 7^;Vt^^/^*^/H ; 

Wb8] 
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Wb9] 




[3] tulE^^^^«IIb/IIIa^^tt>fb^^^5^ ^(III-l): 

tffcio] 




(111-1) 



[6] — ^(IV) : 

Wbll] 
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Claims Nos.: 
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Claims 1, 4 and 5 



Although a substance obtained by labeling a compound capable of binding 
to a glycoprotein Ilb/IIIa is described as the active substance in claim 
1, it is unclear and even a person skilled in the art cannot clearly 
understand compounds and substances of what chemical structures are 
involved in the scope of the compound capable of binding to a glycoprotein 
Ilb/IIIa and the substance obtained by labeling the same. Even though 
the statement in the description is examined, it is not confirmed whether 
or not such compounds capable of binding to a glycoprotein I lb/ I I la are 
generally usable as the active substance. Therefore, the description 
and the claims do not disclose the inventions according to these claims 
in a manner sufficiently clear and complete for the inventions to be carried 
out by a person skilled in the art and the inventions according to these 
claims are unclear and not sufficiently supported by the description (PCT 
Articles 5 and 6) . 

Since the inventions are not sufficiently disclosed in the present 
case, examination on prior art was made exclusively in a reasonable scope 
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